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5 i-,2, 4 itry-fr- 3--f/v) if7^=^-4--r/H - 

15 mmtfHh<. >t>xy ym^mat^mmtm^^ iSira^ 3ift^j£& 

jy*v y&fcmmm-rztmpmmmwiss <<y 
•?v$m&%i>m&Mf&<D'( y* y y#w, ^mxo^y^v vs$ttt%^^$ 

[ [2' - (5-;*-*y-2, KO-1, 2, 4 

x^f 5 yy-ju- 7 -D/v$yw. csat, a ttow-r »> 

Ty^tf^yi iSftt^Sr^TU ^i6lJE3e. /a**, ft 

&ftbtlX^Z& (#M¥5- 2 7 1 2 2 8#4fc«) % 4 * X V y1&ft&&WM 
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asaiMf fens, ftot, >r i is 

(1) [ [2' - (5-;*-*y- 2, 5-v?t Kp-1, 2, 
20 4-t=5rt^7y-/U-3-'f;l') t'7i=^- 4 ^ ^VV] -1H-^ 

(2) 2-^ h*i/~ 1 - [ [2' - (5-^-^y-2, 5-v*fc Kn-1, 2, 
4-t#^ry^-3-'f;i') tf 7=c~/u- 4 --f/u] ^/K) - 1 H-^< 

25 ^X-r As- 7 -%>Vi$V®.1t1t\tt<Dl&%^\sXlZ%mffit&&ft&m 

(3) 2-^b^-l- [ [2' - (5-^-dfy-2, 2, 
4-^-= 3 ff-^Ty r -yw- 3--r/i^) tf:7ai=/i'-4-^/K) ^^/v] -ih-^ 

2 



WO 03/047573 



PCT/JP02/12579 



mm* 

(4) 2 -:=■ h=^>- 1 - [ [2' - (5-^*^y~2, 5-v>t Kp-1, 2, 
4-;*3r1?-v>:ry , ~-,'l'- 3-^) ^7x^-4-^/1'] / f-fl,] -1H-^ 

5 m<D^M • fcmm, 

(5) 2-^h^-l- [ [2' - (5-^"^y-2, 5 -^t Kp-1, 2, 
10 (6) 2-^h^-^-l- [ [2' - (5 -^y- 2, 5 -S?t Ko - 1 , 2, 

(7) 2-^b^-l- [ [2' - (5-^-^y-2, 5— 5?tKB-l, 2, 
15. 4-tW^7/-;l — 3-^/1^) \?7 jV~\ y^/U] -lH--< 

(8) 2-^ h^->- 1 - [ [2' - (5-t=3fy-2, 5-^tKo-l, 2, 

4-t^t^ry^-3 — f/u) \f? 4-4 /V\ y^-/v] -ih-^ 
20 yX«( -^/v^^m^tcti^:<Dm.i:^VXt£?>M^ y*V ysk 

(9) 2-^h^>-l- [ [2' - (5-^-^y-2, Kn-lf '2, 
4-t#ti?7^-;l — \£7^=-;V-4-4 jV~\ y ?vv] -1H-^ 

^x^ $ys-/i'-7-#*tfymtifcfiz<Dm.&<£GLx%z y &!kmmc& 

(10) 2-^1 h^>_ i - [ [2' - (5-^-dry - 2, 
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(11) 1- [ [2' - (5-^y-2, 5-^kKn-l, 

2, 4-t^f^7 x /-^-3-^;>) tf ;V~\ y^vu] -1H 

5 (12) 2-*.h*is- 1- [ C2' - (5-**y-2, 5-^tKn-l, 
2, 4 -**f^7'/- /U- 3--</U) lf7cc^^-4-^/U] y^] -1H 

(13) ^i^ilf^ 126mg/dl &±©i«]hffl£M©iftjkJEi£?&Sfffl 
10 T'&5x 2-a: 1 - [ [2' - (5-^-^y-2, 5-S?fcKn-l, 

2, 4-^t5 ? 7 % /- ^-3— »<A0 ¥7 4-4 /V] y^vV] — 1H 

(14) 126mg/dl £Jl±©ffijfiLjEffili#fc 2 -a K3rf- 
15 1- [ [2' - (5-^-^y-2, 5-^tKn-l, 2, 4-tW7 % /- 

7 sr. £ ^#^t-rsii;jfiLjE^o^ie^ft % 

(15) 2-^Y*i/-l- [ [2' - (5-^-^y-2, 5-^tFa-l, 
2, 4-tW7 , /-/V-3-'f/V) lf7ai-/U-4-^/V] yfvw] -1H 

(16) f**V- 1 - C [2' - (5-^^y-2, 5-^tKa-l, 
2, 4-**f-S?T>'— /U- 3-^/V) lf7^=/V-4-^/U] y^/u] -1H 

(17) 2 1 - [ [2' - (5-^y-2, 5-^kKo-l, 
2, 4-W^7/-/v-3— f;u) \f7 4-4 y^] -1H 

• — t^x4 % 7 -$/i'y$yMt.tznz<Dm.(D^m*^mmz-i8i j 3- 
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(18) [ [2' - (5-^-^y-2, 5-v>fc Kn-l, 

2, 4 -Hr^y-VTV—iv- 3 -j/V) ^71^-4-^;!/] yfvt'] -1H 

5 (1 9) 2-3i [ [2' - (5-^"^y-2, Kn-l, 

2, 4-Wi?7^-3-^/V) If7*=/V/- 4->f /W] ^ ^] -1H 

(2 0) 2-^i h^V- 1- [ [2' - (5-t=3fy-2, Kp- 1, 

10 2, A-Hr*-WTV—)V-Z-y{}V) \?7^~;V- 4 -I'/l'] pt^/U] -1H 

-^yx-f $ ?v—jv- 7-*jvtfym*fcn%<Dm.<oft®&**$%w>y3\zi8t J * 

(2 1) 2-oi hdr^-l- [ [2' - (5-^-dry-2, Kn- 1, 

2, 4-^^r-9-v J ry-/V- 3-^f/V) If 4--T/U]. ^^/V] - 1 H 

(2 2) 2-3^3^-1- [ [2' - (5-^=^-2, 5-^tKo-l, 
2, A—^^^TV~)V-Z-y{}V) t*7zL~;U- 4 --f/U] y - 1 H 

— ^x^ ^^y-^-?-^^^^^^^^^^^*^^!*!^^^^- 

20 -tz-t&WmkirZTiiiJyx}) ysk&*W5?SiihJ£fc<D^®5 • feW^m, 

(2 3) 2-3i h*i/-l- [ [2' - (5-^.3^-2, Kd - 1, 

2, A-Jr*WTy->v-Z-s( \?7 4-4^ fif-AA -1H 

— <yX4 5 yy-/i— 7 -^^^>^^7cfi^^©#^il:^nifLi!j#J^^ 

irzzt&m&kTz&ihmmz&ffitzjyxv y&fc&(o&m*m, 

25 ( 2 4 ) 2-ct h^V- l - [ [ 2 ' - (5 V- 2, 5-^tKo-l, 

2, 4 - if \?T*/—JV- 3 — r/U) fcf 7^~)\>- 4--f/U] y -1H 

-^x^r $ 7 -^/^ym^rc\it(om.(D^m^m%Wim\^^- 

(2 5) 2-^ h^-y-l- [ [2' - (5-^-^y-2, 5-^tKo-l, 
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2, 4-ir*W7y— )V-Z-4)V) t'7i=iV- 4 — ^fyl/] -1H 

(26) 2-^Y^->- 1- C [2' - (5-^-^y-2, 5-^kKB-l, 
5 2, 4-t^tv?7/-;l'-3->f/V) tf7i=/V-4.-^/V] * TvV] -1H 

(2 7) ^^^y y^^#^Sr^iti-5y k c*o2-^b=3r'->-i- [ [2'. 

- (5-^"^y-2, 5-^tKn-l, 2, 4 -**fi?7 , /-A'- 3 -J JV 
10 ) 1^:7 4 -- f/u] p*^] - 1 H-^yX/f 5 ^y-;v- 7 - *;V^V 

(28) mmmm%&wm*mmirziz#><D2-^h*u-i- c [2' - (5 

-:fr*y-2, 5-^tKn-l, 2, 4-^-^rf-v J Ty-7U-3--r;l^) -tT7 

15 tt-t©ifc©Htfi, 

(2 9) «f««©^W-f&*»(Sr«Jii-«fc«)©2-3th^5/-l- C [2 5 - 
(5-**y-2, 5-^fcKB-l, 2, 4-t^rt^7y-;l/-3-^;i/) 

20 (3 0) iH^^^y VlfojE©^ • f&^«T®lit-t-«7 v ci?)©2-3: h^S/- 1 - 
[ [2' - (5-^-^y-2, 5-^tKn-l, 2, 4 -#*iJ-$?7 y-/U- 
3 — My ^=^;v- 4 ^/W] - 1 H-^^X^f * yy-;U- 7 - 

(3 1) Jy*))>&]fc&*ft5n!k&m<D^&5 • f&«JWSr«3S-r5fc«>©2- 
25 x h^ri/- 1 - [ [2' - (5-*-*y- 2, 5-v?fcKP-l, 2, 4-^-^r 
W^A'-S-'f^) lf7i=7V-4 — i;V\ - 1 H-'OX^f 5 

^y*-/i/-7-*/U5j?^»4fcri*©*©|feffl x 

(3 2) ®^|g^^#P^iLffij!m©^ • *&|fcfl*JK£1-Sfc«>©2-3i h# 

V- 1- C [2' - (5-^"^y-2, 5-v>fc Kn-1, 2, 4-Jr*W7 
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1- [ [2' - (5-:**y-2, 5-S?t Ko-1, 2, 4 -Hr*-f 9 ST'/'- 

(3 4) WsxD VjlHg*r#5*JfiLjEfi©W' -»aK«ftJiaH"5fc«>©2- 
xl>^i/-l- [ [2' - (5-^-^y-2, 5— 5?t Ko- 1, 2, 4-*^ 

t«?r , /-/i'- 3-^/v) ^7x^>- 4 ->f />] y^vi/] - i H-^yX-f s; 
(3 5) jSiiliLjEjE^^i-S-r^^ 1 ; ^JS«:tto3fe^Sr®i3ti-«fc»©2-j: 

[ [2' - (5-^^y-2, Ko-1, 2, 4-**1f 
^7/^-3 — <;V) lf7i^-4-^v] ^^/W] -1H ^X^ * ^ 

y-/u-7-#^^Bfc*fctt*©&©£^ 
15 (3 6) j«jliflEfifc##^«»*lt6*^OiSfel^*»i»i-«fc»©2-3ih^i/ 

-1- [ [2* - (5-*#y-2, 2, 4-**tf-$?7y* 

3 — c 7 u) t*y jv] tf-jv] -iH-^yX/f$^/-;i/ 

(3 7) *jfc£Efi^#^5llJR*!0^|»-»«»«r*3S-t-<5«:«>©2-3:h# 
20 V-l- C [2* - (5-**y-2, 5--ytKP-l, 2, 4-^-=¥^v ! T 

y-/y- 3 — f ;y) - 1 H-^yx^ 5 

(3 8) faikmm\z<&ftirz-&jyxi)yftLm<D'?m ■ faisgfl&isart-s-fca© 

2 - a: h*S/- 1 - [.[2' -.(5-^=3ry-2, B-^fcKB-1, 2, 4- 
25 ^f'^TZ-A'-S-^^) lf7a=>W-4--r/^] - 1 H-^yx 

•Y ^^y-/v-7-*/W7j?>^*rt{i ; e©^^x 

(3 9) 2-x^V-l- [ [2' - (5-**y-2, Kn-1, 
2 , 4-**f5?7 , /-A/- 3->T/W) lf7a=./^-4-^/l^] ^ 5vU] -1H 
— tvX^f 5^y«-/V-7-*7U7}?ygl*]fcf±^:©^[> *3J:trHa^«jfcSf«* 
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(4 0) ±|B (3 9) KftOftJ&KK j3itJ«a*»«r^^y^«SttttO**f 

5 (4 1) 2-^*^-1- [ [2' - (5-^y-2, Ko-1, 
2> 4 3 -^;lx) If 7i=;V-4-'f/l'] >« ^] "1H 

(42) ±e (4i) E«^m^x *5±tn«a**s:»«tBft#©*»ffi5ft^ 

(4 3) 2-^h^-l- [ [2' - (5-^-^y-2, 5-v^t Kn-1, 
2, 4-tH^7^-3 — f/V) ^7x^-4-^^] -1H 

(4 4) ±12 (4 3) SB*©»jfc*^ feitWKE^SrllRSSO^W i&^JBii 

P-f 5 ftft* fc£ir y 
(4 5) 2-^h^i^-l- C C2' - (5-t^y-2, Kn-1, 
20 2, 4-t^tv?ry^-3-'f/>) tf 7s=^- 4 ->f/W] ^ ^] -1H 

(4 6) _bia (45.) ia*©«ft^»s isitmiaj****^ ^y.^its©^ 

(4 7) 2-x.h^^-l- [ [2' - (5-**y-2, 5 -^t Kn-1, 
2> 4-^-arf-^Ty— /W- 3 7i=^-4 -I'/V] * fvW] -1H 
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(4 8) ±13 (4 7) 1Btt0fej$4^ *itWft»**Sr>r^y ^»tttt«rff5 

(4 9) 2-^b^-l- [ [2' - (5-^"^y-2, 
2i 4 -^t^7^-3 — T^) 31^^-4-^^] -1H 

(50) ±ib (49) iB^m^^ &£umm&^*Mwm&%*ftomifcm 

(5 1) 2-^ b^rv'-l- [ [2' - (5-^-^y-2, 5-S?fc Kn-1, 
2> 4 -^-iffi;7y-/v-3-^/v) If 7*=^- -1H 

(52) ±13 (si) fagtofeftfe, asj:tfi*<aja*ftiit*#s*ff5i«jfiLffifi«) 

(5 3) 2-^b^rV-l- [ [2' - (5-^^y-2, 5-v»t Kn-1, 

2) 4-^-^f-v f ry— /^-3-^7^) if7oi=7v-4->r/>] *fvv] - ih 

(5 4) ±13 (5 3) •timnntittos *JJ:tJWaj**«rJl5>r^5>'Jfiifi«:#5 

(5 5) 2-*h#V-l- [ [2' - (5-^^y-2, 5-v^t Kn-1, 
2, 4-^"^1hv f Ty-^-3-^/V) f 7^=^-4 — { jV\ -1H 

(5 6) ±13 (5 5) !Btt0j|&j$4^ fci^M^SriiSlflJE^^-t-S-r^ 
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(57) h^rv— 1- [ [2' - (5-**y-2, 5-i?tFn-l, 

2, 4-W^7 , /^V-3-'f/l') lf7x=yl/-4-'f;l'] yfvU] -1H 

(5 8) ±13 ( 5 7 ) JB*W>»ffc4fc, *3<t^m^«ri^iin.ff3£ KGtt* 

10 (59) 2-^h*f- 1- C C2' - (5-t^y-2, 5-ytKo-l, 
2, 4-t^ft^7j/-;l'-3-^/V) tT 7^~;U- 4 ->f/V] ^^-/U] -1H 

(6 0) ±|B (5 9) ia«©aj*«i. fcWiiW^iifeiigi^ftsiR 

(6 1) 2-i^'>-1- [ [2' - (5-t^y-2, 5-^t Kn-1, 
2, 4-t*t^7^-3 — ¥y*.~;v- 4-4 ;V\ tfjv] -ih 

(6 2) ±12 (6 1) 12ij£OifcE/&^ Soirjt^^^^ifiLjE^^^-rSi^'f 
S £ fcfBtt L , ftm&fe Si" 5 fBttfe ^ tf !x - *J ft if BB i" « . 

i-5»^fc5) KfflV^ftS 2 t>=^- 1 - [ [2' - (5-**y-2, 
5-^kKB-l, 2, 4-^-^f-v ? T/-^- 3 ->f */) t'7i^-4-^ 

/w] y^AO - ih — ^x-r ^ /w- 7 (fls^ifcA) «u 
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5£: 




m^©»^JS#) ^WttHM (Fix fyxw^y, t° 

feiffc©*:^ («U *»n 

s^iK twvbu ?*^m. *'^wt, y>^> pt^^^/v*^^ ^ 

20 rtms. 

n 
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mJ&WO&MteWkLTIZ, Mx-ft, fLBI> D— 7^f-/K D-y 
T^yy, aik^yfy. f^F9^ ^a-fe^o-^, <gg& 

tVM^/Hr/va-*, ^y tf~/Hfn y Yyt£k*tfmf b*i5o ' 
Kp^tv^p tT/V-feVVP— ^Jfeif^^tf bH5o 

y^yn-;K D-^^h-vK h'WNP-7, ^M^^^v^K y - 

. t^ywi-rvvvj*. iT-y^^hy mk-rv y v&tuz&m-f 

25 b*l5 = 

? y /HMt- f y £ a v ? v v tvr s y yp bT^fife, i&te-^lf/u 

#J ; ^y lf=./U7A'P-/K >l?y fc*=-/Pt°n y tf/l'^W fvH-r/VP — 
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W/vb^ n t Kt3^rv^7 B o \?fr±fru-xij:¥<DM7kfe'$\ft* 
*KfcH©Jj*fc0!lfcL-CMu 09*. If, ^Dty^ D— ^ 

»»ao0ii*wi:b'rfix #Rf^ y ftttiu ^^sfeift 

* if ©»«8t * if tf 5 W b ft 5 . 
&S^fc#J©#il&0iJi: L-Ctt, <<v*?frTfra-frl£ ifrtWf b*L5„- 

10 -f$J—fr^ ^^.i?fr7fr^*-fr, y x-^frTfr^— fr, ft KnSli> 

tt*-(bjW©»ai-*«4: UTfi, tfiRff, ■7x='frVy®Lm.i£t*&m 

if) > 3ZB&m (flk fuuyjfr, ^7^if) ftif&mf 

if<DgP^l ; fcitf&ttaj (0k &T&#t£iJ> »»rt8at5W, JSfcrt&itflU 0 

13 



WO 03/047573 



PCT/JP02/12579 



0ijx.«, mnm\*. mutt, mm) w, rv?*. 

¥<D±A'V— ; ;**7^ y/v^37K3J^— L Wvf hL (ft 

L-30D55 % P-A77^tt] s * #7 * 9 = ^ P S 
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Xyxy, ^yv J ;V7^=>-/'K ^nn7^;-;K'7i;-^iW „ ^PK-fb 
^F*$ffcif) ft if (0k £3aW«7k> y^/wr 

*&0. 0 1-^9 9. 9111 &£L<te^0. 1~$5 0li%t&5, 

25 *fctt-t©Ha¥Wtff^$JbSJfi:Srii».llEl*i: LT^JO. 001~500m 
g> #l£L<teO. l~50mg, =t"90^b< !±5~5 Omgtfet), ^<£fi 
£10 10-3 @HNM-5<0#3* UV\ 

*s «£ tf/ £ fc tt ffi fi^g & IBffi U ±I3« ® K m t Z Rftfc «r ^ tf ^ s> ^ - 
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5 -r^, 7^ fw^) fc»u^f^P^W*i'« 

iiibtit ^^iiyjgm mmmg%;<<yxyy#fcft&% 

i i » Jfc#ift if (vm^m \%^y^) y^U. jyxv yfcfc l &*W 5 ifUfeff 

10. ffi. MWmgftZWoMftLB&s ($k I ISI»**5«:^) Sr#5ifi5ihJE 

!S5iiLffSJ!:^i-S»*SffiJI«, iKjjn.£Effi^^-t-5ll**x i«ikJEj£ic£#H- 

15 14i^?f@JE#lli, (flU itfKMftlS* R**!feffix nHfcM3M£* -S* 

25 torn*. ^tt^^*3«fcO J 5oiiiLtt^tfffitt'ij'^, #M>3e, #C>ffU5^ 

jbam^s jb*** Mjfctfttjs** KALjEttJKfiix aa«**^) * « 
m&LW*<on%&s:xf&tiLm (#k HMtiEfc, 

16 
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y tritium, Mi-h V VAikfetek*)., ftm&&fe& (^*J. T;vy^ 

urn. s¥tt»s. mit*&. &mmm, *m#v-7, mm 
if) , -fl-^js (^k ##k s#«f. ■wmtm, t^tiy mis, « 
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zwmtom<o&*bZ) > mmmm. mm m&m&m. m&vym, m 

<k» (Ms fix J&ftif) tffttf)- x **5J:tf*iitfls5»*it^ *5©fe#* 

%&a (#i> Tvwms fiy*sv?&*m. n&mi&m, i»/v^fo 
^srtttffis *%mm, ipm^s, fus^A* ttiM^a * mm-rn, 

If) , (flU Ucjk^x tilttv , 3^^> rt**tt^H^, 

**BMK-fc*V\ ¥#It»x (TFPWfci?) x &Jt£A (0>J> 
b\ jfiLtMx «»ft-£) x SWffiJiLBE. M^M^x *tt*#£ft»ft£©£ 
#£Aft£j&"*tf6>KS. -• 

rj - ^c^B75 * fc teit Jg &nm T? * 5 o r. O J; 5 ft £<MMB*5 J: tf£Jlf£ffl © Rft 

gtl^£# (fik *ffik JSx fc/HBSIft^) x J»jiL«HRo##x **«Stt, B 
@ • ^^M^x « • jfiLJ*fifc#<0l4JKSft (^Jx jfiL/h*ES^«6jtiiH fefoMU 

^ ($k PDGF N VEGF N FGF, -Y^? — P-f^r^, TNF- a N MCP-lft^) <DM&.& 

(0iJ N xyKt!)y, hn v^^t^A 2 ftif) ©0^j3«tt>^tg/Qii, jkWftif 
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fcW^f&frK Jfc^-Cfcx 5 ■HHMMMflk lit 

10 S|l*S«§$tL-CV>5. 

^12 6mg/dl^ 7 5 gfcP:/K*IMUIfW* (7 5 gOGT 

t) 2mmm (&msh%fcwt5?ju=-xmm) ^2oom g /di»±, m 

flRjfclllfciiS 5 ^/U = #110mg/d l5|5Sf*fc'«7 5 ggP^K 

17»A#^ (7 5 gOGTT) 2l$ffi£: (|MRiL«fc:l3»**^/l' 

«si4 0mg/dl*i^tttlJ (jE#S0 T-fti^Hfc, r^#Sj 4: IP 

20 »Sffi©¥U£SSpli:o^Ttt> 1 9 9 7^ADA (#Blf»*§*££) 

^fes 1 9 9 8¥l-WHO^b, *rfcfc*J££*#«££fr-CV^ 0 

^126mg/d lglt'fe^ 3&»o % 7 5 ggP^Kl>il^ffifW» 
2P#fSMi[ #5^=*-*^) i^OOmg/dl^/Ttt 

25 HT-feS, 

iU2 6mg/dl*i^"5, ^o, 7 5ggpyK!?iA 

OOmg/d l*»Sr*i-^HlT?*)5. ADA©i§^i*ltf, 2JgH$ 
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jfiL&fil ^mstm^n^V^^-^^) ^110mg/dl^±126mg 
/d \ MM<DWiM%: I FG (Impaired Fasting Glucose) tW&o —jf* WHO 
©^HHCfcftff* ilFG (Impaired Fasting Glucose) <D?h, 75giP^ 
Wffi%ffiU,%L2mmm («HRilL*fc*ma^3~*»*) tf 5 14 0mg/d 
5 1^-CfcS^Sr I FG- (Impaired Fasting Glycemia) tPf^o ■ 

I FG (Impaired Fasting Glucose) ^i^I FG (Impaired Fasting 
Glycemia) (D&S^JfcS V^ttW ■ f&SfiW <t LT, $ b^ifB^g* (f»R^ 
£lfiBf ifo.$Sfli:tfS 1 2 6 m g / d 1 ) $Ui<DlKAL}£&B#<DlMLl£&<Dt&tim t L 
10 TtffiV^ftS. ££>t-> fb^4ftAf4 % ##3L IFG (Impaired 

Fasting Glucose) ^fcfil FG (Impaired Fasting Glycemia) b$f^$Pf^<£> 

fc^jfcbfct vjy^yymMtef) , ^©'fy^yyjgKtt^] (M, %S 

VjrfVfi*/^ hvfVfiyy. V*S?yf*/y y GI-262570. JT 
T-501 N MCC-555, YM-4 40, KRP-297, CS-Oll, 

fk-6 14^) N a -^3V^i§»j (^j, tf^ytf-;^ 7#/V^~ 
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^ % if ^r-^-f (Ms y^y-fc^^y, 

thfr^zy, < 4 y* v y&mi&mM wis Ktvib-jvvvT 

m (Ms h/v^^^Ks yy^y??^ h\ ?v?yVh\ ? p/k/p^s: f\ 

5 b\ yvzfyr-frm) > w^y = b\ -fe-J-^y-K, 7-7^ = Ks 5 7-^y 
. ^KSfcfi*©*^ GLP-l<f] s 7U^7=r=^h (Ms 

^5Ayyf K#) > 7t^7tfovy^77^- tfpa^fll (Ms /^i^ 

-M) „ Af^-ff-yi-' i? I VHa^ (Ms NVP-DPP-2 7 8, 
PT-10CK P 3 2/9 8f) > 0 3T=f=*h (Ms CL-3 1 6243, 
10 SR-5861 1 - A, UL-TG-307, &B-2 2 6 5 5 2, AJ-96 
7 7, BMS- 1 9 6 0 8 5, AZ 4 0 1 4 0 30 > WBr^M^M (Ms W =» 

y 7— t£lfi££!ls ^3^-6-*^77^-i?IW, ^* 

^yfttiiM^) s SGLT (sodium-glucose cotransporter) RfL^SJ (W> T- 

1 0 9 5f) kfr5„ 
15 fir^tt^^f&SESItLTfi, «*.tf, T^K-^®7C»*ia§ffl (Ms > 

;vy*$yh. x^V^^yh, ft^^yf, 

U** 7 K 7>f ?V*?y K SNK-8 6 0, CT-112^) % 

(M> NGF, NT-3, BDNFf) % PKClWrJ (Ms LY-3 3 3 

5 3 11) % AGEPIW^J (Ms ALT9 4 6, t^T*^ t"7 f^f f ^> 
20 N-yaiT-^^Tyy «7A 7*B^K (ALT7 6 6) , EXO-226 

m s fittiis^i vmm) ^ jHjMritwfl (Ms ^T7*y k. 



.-fb-fr* (Ms ^v^xt^y. -fy^^^f-y, ^yy^xt^y, n^xff-y, 
25 rh^^f^ 7/w***^y, -Y^/^^^-y^yttt-ttLfeoift (M> -r- 

fflSrWi-5 7-f7 # 7-h»^» (M> ^1f7.r7*7-K 7P7V^7-hs 



P$EE#J£ Uttt, M^li> T^tfy i/y*ijH»*lft#3W (Ms #7°h:/y 
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5 -7^t°^ n^^v'tfy, TAo^fy, :c* = v>fc°^ =#/Vv?fc°> 

.10 , BfU^-ifPl^ (0k V f*) s M7=f=^h (01k C 

L-316243, SR-5 8 6 1 1 -A, UL-TG-307, SB-226 
552, AJ-9677, BMS-1 96085, AZ40 1 40I) , 
KMW^Jl (0*k uyf^ CNTF (^##^#0^) ^) , 
^^T^-* b (#k UV^MJ^K FPL- 1 5 8 4 9^) ^^^tf 
15 bft5 0 

*tJ^#Ji LTfi, Mz-its *y-y?-ymWfc (ffl. i-Vi-^Wti-hV ^J^T^r 
T'n^y, -^y ^/um^/v^^Ax^-^a 5 , ^T^F^M (#k ^ 

20 ys^Tv'K, ^f^fTv'Ff) , fcT/i'YXT-vyWM (0k 

ny, M)7^fyyf) , im®Limmm.mm r**y*7S vm . 
^n/^^-if^^/u^^T? mmn (#k ^p/^y ^7/v.^k % > 

^> K<f ) , 7y*t? K % ^fyy^t'K, ^**y. t°v*~F, 
= h\ yp-fe=- F^W 
25 fls#!SifeS(t LTte, mx.it, T/^MkM (0k y**y T 5 K% 

^7t^77^; k«) . imftttm (0k ^n^t-b, s-y/u^p*? 
*5fcifag#] (0k y t^y, **y-/v30 s tyxyyf-y, 

22 
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5 ^^-7iay, -Y^-p-f^y (I L) 3?) % ap~-$iJ$H^- (#J, S 

IL-2, IL-12!fe^)Pjf4U\ 
tftftt£»*3Wt UTtt, 7^7r*^K-^ (alfacalcidol) , 

MJ *— (calcitriol) % ^/V^/l^ (elcaltonin) „ 1r!ril)V*/ _ 

10 (calcitonin salmon) , (estriol) v ^7*!)77ttV 

. (ipriflavone) , Kny^-t h I? (pamidronate disodium) „ T \s 

yPnyitf V ^ATkfnfe (alendronate sodium hydrate) % -Y 
Z-t" h !) (incadronate disodium) ^tf^lf b*l£ 0 
«£3lJ£ LTtt, flffctf, ^^y^ (tacrine) , K^v 5 ^ (donepezil) % 
15 y/tX^JfS.l' (rivastigmine) „ #7 y* $ y (galantamine) ^^tfbft 
■5. 

Sfrjg^afellSlfc LTWu fllx.fi, (apomorphine) N 

WsfiSf-fy 4fr (sildenafil citrate) ^&i$\f btl% 0 
BLikm ' mmmmmt LTlis 08*.^ S*7 7#*t- h (flavoxate 
20 hydrochloride) s ^M^-^r^Zf^^y (oxybutynin hydrochloride) , IMMzf 
X2\f^<])y (propiverine hydrochloride) ^t^ifbtl^o 

p** ifMSfl (#J, -Y^K^v'^) [**W-r ■ !J 7 

(Cancer Research) , 154 9#, 5 9 3 5-5 9 3 91, 1 9 8 9^] % ~fu. 
25 ^fnyf^ (#k ^^rn-^Ttf-F) l-J^—fjV - • ? ]) 
~%;V • ^ry=m^— (Journal of Clinical Oncology) s 1 2#, 2 1 3~ 
2 2 5 1, 1 9 9 4m > $I^XP^ K (M, X^f-^f-^^) , ^ h^P 
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•fjV- if-? • ^r^yy— (British Journal of Cancer) % |6 8| N 3 1 4~ 

3i8i, i 9 9 3#] , igf-i> h^itmmw^mm-r 

Sim^TNF-a, LIF, IL-6, ty^^^f yM[lMt5» 

15 mmm) 

(1) Ifc-a^A 3 Omg 

(2) b~ * 9 Om g 

(3) ^.mr^n-* 7 Omg 
20 (4) ?f7!)>S-7^^ lOmg 

l^T'-fe/V' 2 0 Omg 
(1) > (2) £ (3) *5<fcT>* (4) <Dl/2%mmLtc'&^ «t5o w 

ni^oo (4) £^T£#&i?7^#:^/Wc$tA1-5 0 

mmm2 mm 

25 ( 1 ) {k"a*#JA 3 0 m g 

(2) h~ * 3 5m g 

(3) 3 — 150mg 

(4) » H B B-fe^c-^ 30mg 

(5) XT7V y^-r^i/VJ* 5mg 
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1^ 2 5 Omg 

(1) . (2) , (3) \ (4) ©2/3*5<tt>* (5) © 1 / 2 Sr^fP LfcgK 

mmt-tZo auo (4) *5*tf (5) %z.<DmmzMZ-xmm\zto&i$.M'fZo 
mm) 

5 gfUflJl : ia5jfa.EEi^j8fi£7 y h (SHR) fcfertS^ V* !) ^<&gtt©fHB 
(l) 

^y^y ^ffiSti4W<lfi^f423a»©J«jfiLjEi^»ffi9lx b (SHR) £fflWc 0 
Vehicle (0. 5%p< f/Wt;VP — **JfcS!-50 > ft^*A (0. 3*5<fc t>* 1. rag/kg - 
/day) Sr2i!ia&qfi!-5-U • 7 y^fet ± ^ ^ 

^-by-7A (50 mg/kg i.p.) T?Jfc»U SMUBfcitM^P V U^D^ 
15 40 (ft.S.4) , /t*;^r^^77- ^tt] §Sffi*5<tO ! ^3-7 

«5o% ($£4) > *zmmmti&z.£tt.) wmmo^^-T/^ cpr45 osa^) s 

£fflV^TpJ;£Lfc 0 ^)7s9^yf [MINIPULS 3 (i&A£) , Gilson*±3 fcAll^ 
20 T-f 'J ^&40 N 20 mU/kg/minO^AMT*^^tL5 % 3#M3$cL-C}3M&& 

ALTiiW y U ZO'&m mU/kg/min-Ci^-r V yftBtnw 

Ltzo ^»4»J©^U ^i5'^^^ffiV^Tjfi^©Mfl[±10%©f6HF fc 3Sr 

^= w\ 5^^<b^fT5jfD.^pjM^^jebfc 0 

-*&A^i£©Wiii£&aiU y vJSgtfc©*^ (M-value) £ Lfc„ 

M-valueMVMS^ y y$gtt#ftV^ (>f y ^ffifttetfifcHSftT . 

V>5) £fc 3. «Sth#ftfcfmiliams©fcJ&*;8l\ 2. 5%*»©7Bl!fc 

spfc t>o Thrift £ Lfc. 
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(2) t£& 

VehicleS^ (n=10) % fc&VaA 0. 3 mg/kgS-^P (n=10) fcJltWfrfrlbA 
1 mg/kg&^?¥ (n=10) -C©M-valuef4-tJL-eiX5. 9±0. 5 N 7. 8±0. 5*3 <fctf8. 6± 
0.6 tng/kg/rain-efc^, ffc^A 0. 3 mg/kgg#p3&> b WlCftlt«S&«> feftfco 

ftffl £ ^i" £. £ &m b fl> K ft o tc „ 

io fc, *%w<D4 y* v ^&fc&&wmmi*$:i£mzhmtiT& , ^oiis ^ 

«l©fMM5 2-iKv'-l- [ [2' - (5-«y-2, 5 
-i?tKP-l, 2, 4-t^t^7/^-3 — { )V) }fy^=^;v-A — ( 

15 fitz^y* v y&m&&wfc%*%Ls wz-&, 4 y* v vmKmcmm, mm 
mm&mm, mmm i immm&m texv^yxv yitmo^ 
m-ftrnm. ^ y^3 ymi^wo^^^vs • mmn, mm%zm&&. 

yi&M^wo^m.&cD^Vo • fem\s mstn.mmz&w-fzj y* y y&tii&<D 

w • mmm> mskmmc&m-tzmj y* y y^rno^® • ismk qm^^ 
mm*i 26m g /d l&tomshmmBgcD&skfcmcDfemM^tLxfiRiv . 

25 *MI§^«a*T-ttl®$ttfc#®2 001-369271 LT*5 9 , 

ti b © ^ ^ f*#w mm * k£t&-£ $ ft 5 1> © -c & 5 0 
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1. 2 -a: h*->- 1 - [ [2' - 2, Kp-1, 2, 
4-tH> 5 7/-;i'-3 — T/w) t'7i^-4-^;i'] ^-/u] -1H-^ 

5 tt&##J 0 

2. 2-^ h^rV- 1 - [ [2' - (5-t^t-y-2, 5-5?k Kn-1, 2, 
4-*3(-f\?Tl/— )V- 3 --f yl^) t*7i=/l/-4->f^] Wl -IH-^ 

10. 3. 2-^ h^rS/- 1 - [ [2 * - (5 -Or*V- 2, 5-t?t Ku-1, 2, 

4. 2-^ h*?^- 1 - [ [2' - 2-, 5-^tFn-l, 2, 
15 As- 3-4 su) \?7^~;V- 4-s( ;V] p*^vu] ~ 1H-^ 

5. 2-^ b^V- 1 - [ [2 ' - 2, 5-^tKn-l, 2, 
4-W^7^/v-3-'f;t/) tf^^/v- 4 --f/Kl y.^/i'] - 1 H--< 

6. 2-:n h*f- 1 - [ [2' - (5-t#y- 2, 5-i?tKn-l, 2, 
4-^t^7 x /-A'-3-'f/V) t*7i=7k-4-'l'/U] ^?vU] -1H-^ 

^X>f ^^y~/v-7-^/V7j?^t7tfi^©mSr-t*LT^5»«ftiSSSr# 
25 5«JfiLjE^©^K • f&«f^H. 

7. 2-^*^-1- [ [2' - (5-^-^y-2, 5-^tKn-l, 2, 
4-tH^7^-3 — f/U) t*7 4-jjV\ }=f-)V\ - 1 H--< 
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8. 2-^h*is~ 1 - [ [2' - (5-**y-2, Kp-1, 2, 

4-W^7/-/V-3-'f/V) ^ccs/V— 4 ->f/U] ^fvU] -1H-^ 

5 9. [ [2' - (5-t^y-2, 5-^tKn-l, 2, 

1 0. 2-^ b^iX- 1 - [ [2* - (5-t^y-2, Kb-1, 
10 2, 4-^-^rf-^Tyr-/k- 3 tf 4 - 4 )V\ *^>V\ -1H 

11. C [2* - (5-*^y-2, 5-^Kn-l, 
2, 4-t^tv ! 7y-/>- 3— 4 A?) tf7ain/V-4-'^^] jlfvl'] -1H 

15 -^XW XW—fr- 7-*/V7j?vH*fc{±^O^Sr^^"UT^5> ffiifaJE^ 

12. 2-if^-^-l - [ [2' - (5-t^y-2, 5-S?kKu-l, 
2, 4-^"^rlJ-v ? Ty-/^-3--r^) ^ 7xS/U- 4 --fAO ^ ^] -1H 

1 3 . ^M^FJftLJSfflL* 5 1 2 6 m g / d 1 £JL±©HiJlLflEj£A#©?S5jfilJBEffij|&filffi 
-e$>5, 2-^h^^-l- [ [2' - ( 5-^^-2, 5-^bKo-l, 
2, 4-^*^7^-3-^^) ¥7 ^=-)\<- 4 *?7l>] -1H 

25 

1 4 . £l£l$Jfa.tg4ftf* l 2 6 m g / d 1 £H±©SilfoLffifiEA#fc 2 Y^ri/- 
l-[[2' - (5-^y-2, 5-^tKn-l, 2, 4-tW7/- 
/V-3-^/W) k*7x=;l/-4-^^] ^fA'] -lH-^yX'f^^- 

7 - * /M? y&f£ ft ft* ©ifiSr S-^i" 5 r t £4$® ^ -T a ft jfa.BE£ ©f&Skfrifc. 
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1 5. 2 -x. h*is~ 1 - [ [2' - (5-^^-2, 

2, 4 -**WT9— fr— 3 -*f/l0 1^7i=/V- 4-^/1"] p*77l/] -1H 

5 16. 2-^hdriy-l- [.[2' - (5-^"^y-2, 5-^tKo-l, 
2, 4-^1fi ? 7y-/l'-3-'f/V) 1^7*^-4-^^].^^] -1H 

17. 2 hdr->- 1 - [ [2' - (5-^"^y-2, 5-i^kKo-l, 
10 2, 4-;t=3riJ-v ? Ty > -/l'- 4 *f->V\ -1H 

-^x^ s^y— ^-7-*/v^^^fcii j e©^©w^ifi%"*SiSb^{-s^- 

18. 2-^b=5rV-l- [ [2' - (5-tf-^y-2, 5-^Kb-I, 
2, 4-**W , /-A'- 3 — f/U) t'7x-;k-4-^f;U] * fvV] -1H 

19. [ [2* - (5-**y-2, 5-^tKn-l, 

• 2, 4-t^t^7^-3->f^) \?7^~;V- 4 ->f ^] **}-flA -1H 

20. 2-aif»de-S/-l- [-[2' - (5-*-*y-2, 5-S?tKP-l f . 
2, 4-t= J ftv?7/-^- 3-^/V) \fy ^=-)^~ 4 -J A*] *fvV] -1H 

25 2 1. 2-a: h^r-y- 1 - [ [2' - 2, 5-^fcKo-l, 

2, 4-t^t^7/-;>-3-^/l') ^731=^-4-^^].^^] -1H 

-^X^r 7-*yu#^*fcfi j e©^*^bl:SrBiLlb^^S^ 

2 2. 2-^ h^^-1- [ [2' - (5-^" :3 ry-2, 5-^tKo-l, 
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2, 4-^-^r"^v J T>'— At— 3 -4 JV) \f 4 ->f^] ^ ^] -1H 

23, - [ [2' - (5-t^y-2, 5-i?tKo-l, 

5 2, 4 -^-drifv 5 T N /— 3 --Y^) 7s=^- 4 -^/^] tf-fr] - 1 H 

2 4. 2-och^i^-l- [ [2' - (5-t^y-2, Kp-1, 
2, 4-m^7^/V-3--f;l') If 7 31=^-4-^^] -1H 

25. 2-^h^V-l- [ [2' - (5-**y-2, 5-^tKn-l, 
2, 4-**ti?7/ fc - ^— 3 — f/W) f7x-;l/- 4 --OKI ^vK) -1H 

26. 2-J.h#^-l- [ [2' - (5-^^y-2, 5-^tKo-l, 
2, 4-tHi J 7^-3-'f;l') lf7i=;^4-^^] * ^VV] -1H 

20 2 7. >fj/^jl^»tffcttaS:WJ*i45t't«fc«>0 2-^h*^-i- C.[a' 

- (5-^-^y-2, 5-ytKB-l, 2, 4-**ti?75/-A'-3 — f A- 

) yfy^jv-A-^jvl **f->V\ - iH-^X/f xyv—fr- 

•2 8. »UtBft#*ISWISr«3t-rSfc*©2-^h*V-l- [[2' - (5 
25 -^-^y-2, 5-^tFo-l, 2, 4-i-=3rf-v J ry— )V- 3— -f/W) tT7 
ct^/V- 4 ->f /V] y-^V] - 1 H-^^X^T 5: /V- 7 -j&A'jfl^ttSfc 

2 9. It^^K- f&^Sr«iti-5fcft©2-^h^'>-l- [ [2' - 

( 5 _^-^y-2, 5-^tFP-l, 2, 4-t*t^7 , /-;V-3-'f;l') 
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If 7 *-jV-4-4 lV\ ^^VV] -ih — «yX/f*^/-/i/-7-*/v#y|S 
3 0. S5>f^y ^ifaJ^^Bfc • ftmM&Mfe1r5tz&<D2-^ h**- l- 

[[2' - (5-^-^7-2, 5— 5?fcKn-l., 2, 4 -^if $?7 
5 .3 — T ^) ^7x=/V-4 — f/V] yfvKl - 1 H--<^X-T 5 ¥V—Jl>-7- 

^ h=¥iy-l- [ [2- -. (5-^-^y-2, 5-i?tKP-l, 2, 
f^7/-/l'-3-^/l') t'7i^-4--{/l'] -lH-^yX^f^ 

3 2. BHtgm^^#5illJfiLjES©W • ?^^J^iiig-r5 7 t c*^)2-^ 
v'-l- [ [2' - (5-t^y-2, Kn-1,.2, 4-**cWT 

y-/U-3-s(;U) tf7a=/V- *?vi/] -lH-^yX^f^/- 
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